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DETAILED ACTION 

The response filed June 12, 2008 presents remarks and arguments submitted to 
the office action mailed March 19, 2008 is acknowledged. 

Applicant's arguments over the 35 U.S.C. 103 (a) rejection of claims 1, and 3-7 
over Frenkel et al. (Increased urinary leukotriene E4 during febrile attacks in the 
hyperimmuno-globulinaemia D and periodic fever syndrome) in view of Sawyer et al. 
(6,797,723), Sims et al. (US Pat Applic. 2001/0053764- previously presented) and PDR 
(53 rd edition 1999- previously presented) is not persuasive. Therefore, the rejection is 
maintained for the reasons of record. 

For Applicants convenience the rejections are restated below: 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1, and 3- 5 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Frenkel et al. (Increased urinary leukotriene E4 during febrile attacks in the 
hyperimmuno-globulinaemia D and periodic fever syndrome - previously presented) in 
view of Sawyer et al. (6,797,723), Sims et al. (US Pat Applic. 2001/0053764- previously 
presented) and PDR (53 rd edition 1999- previously presented). 
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Frenkel et al. teaches "leukotreine receptor antagonists might offer a new 
therapeutic approach for patients with the hyperimmunoglobulinaemia D and periodic 
fever syndrome (abstract -conclusion)." 

Sims et al. teaches that periodic fever syndrome include familial Mediterranean 
fever (p. 8, paragraph [0054]). 

The references do not specifically teach the leukotreine receptor antagonists in a 
dosage between 5 and 15 milligrams, administered orally, on a daily basis, to humans 
between the age of 9 and 72 years, nor the leukotreine receptor antagonists consisting 
of Zafirlukast or Singulair. 

Sawyer et al. teaches leukotriene B4 receptor (LTB4) antagonists, useful for 
treatment of inflammatory diseases (abstract). Such inflammatory diseases are 
inclusive of bronchial asthma and familial Mediterranean fever (col 3 lines 48 and col 4 
line 4). These leukotriene B4 receptor (LTB4) antagonists are adminstered orally and in 
the form of a tablet (col 1 15 lines 32 and 47). The amount of the leukotriene B4 
receptor (LTB4) antagonists in oral form is 1 to about 1000 milligrams per day. 

The PDR (53 rd edition 1999) teaches that singular tablets are orally active 
leukotriene receptor antagonist (p. 1886 Description) useful in treating inflammatory 
diseases such as asthma. The recommended dosage amount for adolescents and 
adults 15 years of age and older is 10 mg tablets daily and for pediatric patients 6 to 14 
years of age in one 5 mg. Chewable tablet daily (p. 1 889 Dosage and administration). 

Additionally, the PDR (53 rd edition 1999) teaches that Zafirlukast is a selective 
peptide leukotriene receptor antagonist (see p. 3402 Description) useful in treating 
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asthma. The recommended oral dosage of Zafirlukast is 20 mg twice daily in adult and 
children 12 years and older. 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention was made to employ a leukotriene receptor antagonist of in the dosage 
amount between 5 and 15 milligrams, administered orally, on a daily basis, to humans 
between the age of 9 and 72 years, and the leukotreine receptor antagonists consisting 
of Zafirlukast or Singulair. Further, it would have been obvious to lower the dosage of 
Zafirlukast in children because it is known that recommended children's intake of drugs 
are at lower dosages than adults. This is further distinguished by PDR's teachings that 
singular, a leukotriene receptor antagonist, is given to adults and children at different 
concentrations. The motivation to use a leukotriene receptor antagonist of Frenkel et 
al. in the dosage amount between 5 and 15 milligrams, administered orally, on a daily 
basis, to humans between the age of 9 and 72 years is because Sawyer et al. teaches 
leukotriene B4 receptor (LTB4) antagonists, useful for treatment of inflammatory 
diseases (abstract). Such inflammatory diseases are inclusive of bronchial asthma and 
familial Mediterranean fever (col 3 lines 48 and col 4 line 4). These leukotriene B4 
receptor (LTB4) antagonists are administered orally and in the form of a tablet (col 115 
lines 32 and 47). The amount of the leukotriene B4 receptor (LTB4) antagonists in oral 
form is 1 to about 1000 milligrams per day and the PDR teaches that the said 
leukotriene receptor antagonist are therapeutically effective in the dosage range 
claimed, administered orally, on a daily basis, and to patients in the claimed age range. 
Therefore, a skilled artisan would have reasonable expectation of successfully 
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producing a therapeutically effective oral pharmaceutical formulation in the dosage 
range claimed. 

Response to Arguments 

Applicant's arguments filed on June 12, 2008 have been fully considered. 

Applicant argues the Sawyer reference fails to teach the dosage amounts of 
LTRA, of as long as the FMF symptoms continue, nor the specific LTRA. 

In response to applicant's argument that there is no suggestion to combine the 
references, the examiner recognizes that obviousness can only be established by 
combining or modifying the teachings of the prior art to produce the claimed invention 
where there is some teaching, suggestion, or motivation to do so found either in the 
references themselves or in the knowledge generally available to one of ordinary skill in 
the art. See In re Fine, 837 F.2d 1071 , 5 USPQ2d 1596 (Fed. Cir. 1988)and In re 
Jones, 958 F.2d 347, 21 USPQ2d 1941 (Fed. Cir. 1992). In this case, there is 
reasonable suggestion by the prior art references that a skilled artisan would have 
expected a leukotreine receptor antagonist would have been useful in treating patients 
with familial Mediterranean fever. Frenkel et al. teaches "leukotreine receptor 
antagonists might offer a new therapeutic approach for patients with the 
hyperimmunoglobulinaemia D and periodic fever syndrome (abstract -conclusion)." 
Additionally, Sawyer et al. teaches leukotriene B4 receptor (LTB4) antagonists, useful 
for treatment of inflammatory diseases (abstract). Such inflammatory diseases are 
inclusive of bronchial asthma and familial Mediterranean fever (col 3 lines 48 and col 4 
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line 4). These leukotriene B4 receptor (LTB4) antagonists are administered orally and 
in the form of a tablet (col 1 1 5 lines 32 and 47). The amount of the leukotriene B4 
receptor (LTB4) antagonists in oral form is 1 to about 1000 milligrams per day . 

Examiner respectfully reiterates, it would have been obvious to one of ordinary 
skill in the art at the time of the invention was made to employ a leukotriene receptor 
antagonist in the dosage amount between 5 and 15 milligrams, administered orally, on a 
daily basis, to humans between the age of 9 and 72 years, and the leukotreine receptor 
antagonists consisting of Zafirlukast or Singulair. Further, it would have been obvious to 
lower the dosage of Zafirlukast in children because it is known that recommended 
children's intake of drugs are at lower dosages than adults. This is further distinguished 
by PDR's teachings that singular, a leukotriene receptor antagonist, is given to adults 
and children at different concentrations. 

Applicant's arguments are not persuasive. 

. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1 .1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
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the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Conclusion 

No claims allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Layla Soroush whose telephone number is (571)272- 
5008. The examiner can normally be reached on Monday through Friday from 8:30 
a.m. to 5:00 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan, can be reached on (571) 272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

/SREENI PADMANABHAN/ 

Supervisory Patent Examiner, Art Unit 1617 
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